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DETAILED ACTION 

Status of Application/Amendment/Claims 

This Office action is in response to the communications filed on September 2, 2009. 

Currently, claims 1-20, 22-34, 52-55 are pending. Claims 1-17 and 52-55 have been 
withdrawn from further consideration as being drawn to a non-elected invention. Accordingly, 
claims 18-20 and 22-34 are under examination on the merits in the instant case. 

The following rejections are either newly applied or are reiterated and are the only 
rejections and/or objections presently applied to the instant application. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Information Disclosure Statement 

The information disclosure statement (IDS) submitted on October 14, 2009 is being 
considered by the examiner except the GenBank and Press Release citations, whose legible 
copies are not submitted. 

Response to Arguments and Amendments 
Withdrawn Rejections 

Any rejections not repeated in this Office action are hereby withdrawn. 



Maintained Rejections 
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Priority 

The benefit of the 60/535,496 filing date remains denied for claims 18-20, 22-30 and 32- 
34 as failing to provide adequate written description for the claimed subject matter under 35 
U.S.C., first paragraph for the reasons of record as set forth in the Office action mailed on April 
2, 2009 and for the reasons stated below. 

Applicant's arguments filed on September 2, 2009 have been fully considered but they 
are not persuasive. Applicant argues that the disclosure of 60/535,496 provides adequate support 
for the claimed method step of administering "one or more immunotherapeutic agents", wherein 
the agents are "non-specific immunotherapeutic agents", "specific immunotherapeutic agents", 
"cytokine", "non-cytokine adjuvant", "monoclonal antibody", "cancer vaccine". In arguing so, 
applicant points out pages 15-16 of the provisional application. It is noted that page 15 (see lines 
9-11 as pointed out by applicant) provides a disclosure that combination treatment comprising an 
antisense oligonucleotide and "one or more chemotherapeutic agents", wherein the 
chemotherapeutic agents (not immunotherapeutic agents) include "cytokines". It is noted that 
page 16 (see lines 3-5 and 9-10 as pointed out by applicant) teaches a combination therapy 
comprising the antisense oligonucleotide and one or more "cytokines" or a "cytokine". Applicant 
therefore asserts that the combination therapy comprising the antisense oligonucleotide and 
cytokines (subclass of the genus of immunotherapeutic agents) provides adequate support for the 
entire genus of immunotherapeutic agents, further in view of the "extensive teaching" provided 
in 60/535,496 at pages 23-30 and working Examples. It is found that there is nothing whatsoever 
in the passages pointed out by applicant that adequately describes the entire genus of the term 
"immunotherapeutic agents", let alone the specifically claimed agents in the instant case. Note 
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that the claimed "immunotherapeutic agents" are in no way limited to "cytokines" disclosed as 
chemotherapeutic agents in 60/535,496 as evidenced by dependent claims (e.g., claims 27-30) 
and as evidenced by the applicant-provided definition for the term "immunotherapeutic agent" 
such that includes but is not limited to cytokines , cancer vaccines, monoclonal antibodies and 
non-cytokine adjuvant. See page 9. Hence, at best, the disclosure of 60/535,496 provides written 
description for the method step of administering one or more cytokines; however, it fails to 
provide adequate support for the claimed method encompassing the entire genus of 
immunotherapeutic agents as well as the specifically enumerated species in the manner provided 
by the first paragraph of 35 U.S.C. 1 12. Hence, the benefit of an earlier filing date for claims 18- 
20, 22-30 and 32-34 is granted only insofar as the filing date of 60/602,817, which is August 18, 
2004. 



Claim Rejections - 35 USC § 102 

Claims 18-20, 23, 25, 28-29, and 33-34 remain rejected under 35 U.S.C. 102(b) as being 
anticipated by Wright et al. for the reasons of record as set forth in the Office action mailed on 
June 22, 2009 and for the reasons stated below. 

Applicant's arguments filed on September 22, 2009 have been fully considered but they 
are not persuasive. Applicant argues that Wright et al. do not teach a combination of antisense 
oligonucleotide against ribonucleotide reductase R2 and an immunotherapeutic agent, which 
shows "an improved efficacy of the use of the antisense oligonucleotides alone." In response to 
applicant's argument that the references fail to show certain features of applicant's invention, it is 
noted that the features upon which applicant relies (i.e., "improved efficacy") are not recited in 
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the rejected claim(s). Although the claims are interpreted in light of the specification, limitations 
from the specification are not read into the claims. See In re Van Geuns, 988 F.2d 1 181, 26 
USPQ2d 1057 (Fed. Cir. 1993). In addition, contrary to applicant's argument that Wright et al. 
do not teach the combination therapeutic methods claimed in the instant case, Wright et al. 
explicitly state the following at page 15: "For therapeutic applications, the oligonucleotides, 
ribozymes, antisense oligonucleotides, antibodies, and substances and compounds identified 
using the methods of the invention may be formulated into pharmaceutical compositions. The 
pharmaceutical compositions may comprise one or more oligonucleotides, ribozymes, antisense 
oligonucleotides, antibodies , and substances and compounds identified using the methods of the 
invention for administration to subjects in a biologically compatible form suitable for 
administration to a subject.", wherein the reduction of ribonucleotide reductase R2 treats 
proliferative disorders such as cancer, (emphasis added). Hence, Wright et al. teach all claim 
limitations and therefore anticipate the claims. Accordingly, this rejection is maintained. 

Claim Rejections - 35 USC § 103 

Claims 18-20 and 22-34 remain rejected under 35 U.S.C. 103(a) as being unpatentable 
over Wright et al. and Pavlick et al. for the reasons of record as set forth in the Office action 
3mailed on April 2, 2009 and for the reasons stated below. 

Applicant's arguments filed on September 2, 2009 have been fully considered but they 
are not persuasive. Applicant argues that the claims are not obvious over the cited prior art 
references because there is no significant difference between groups treated with chemotherapy 
alone and groups treated with both chemotherapy and IL-1 and IFN as taught by Pavlick et al. 
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Applicant's attention is directed to the fact that there is no requirement in the claims as currently 
written that the combination of antisense oligonucleotide and a cytokine must result in a "better" 
treatment effect compared to single agent-therapy. Further, the fact that combination therapeutic 
strategies for treating cancer (e.g., combination of an antisense oligonucleotide and a 
chemotherapeutic agent; combination of chemotherapy and immunotherapy) were known in the 
art as taught by Wright et al. and Pavlick et al. 

Applicant asserts that "the success of such biochemotherapies was still uncertain." Note 
that for obviousness under § 103, "all that is required is a reasonable expectation of success", and 
it does not require "absolute predictability of success". Sec In re O 'Farrell, 853 F.2d 894, 
7 USPQ2d 1673 (Fed. Cir. 1988) at 1681. Further, contrary to applicant's assertion, Pavlick et al. 
taught that one of ordinary skill in the art was sufficiently equipped with techniques to devise a 
non-toxic biochemotherapeutic strategy by sequentially administering chemotherapeutic agent 
followed by IL-2 and/or IFN "in order to limit the combined toxicities of the drugs." See page 
1553. Moreover, Pavlick et al. also taught improved or superior therapeutic effects of 
combination therapy compared to single agent-based monotherapy as they state the following: 
"the results of a large, randomized Phase III trial of CVD plus IL-2 plus IFN given sequentially 
compared to CVD alone. The trial showed that biochemotherapy was superior to chemotherapy" 
(emphasis added). See page 1553. See also the various biochemotherapy clinical trials listed in 
Table 3. Hence, examiner dose not understand applicant's allegation that the success of 
biochemotherapy was uncertain at the time the invention was made. Further, cytokines (e.g., IL- 
12, IFN), antibodies, and antisense oligonucleotides were all known to be anti-cancer therapeutic 
agents. See Table 2 of Pavlick et al. Taken together, there was a reasonable expectation of 
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success for one of ordinary skill in the art to devise a combination therapeutic strategy for 
treating cancer comprising administering three different anti-cancer therapeutic agents: 1) an 
antisense oligonucleotide targeted to SEQ ID NO:42 of Wright et al; 2) one or more 
chemotherapeutic agents such as CVD of Pavlick et al.; and 3) one or more immunotherapeutic 
agents such as cytokines and antibodies. 

Applicant argues that the claims are not obvious because Pavlick et al. alone or in 
combination with Wright et al. do not teach combination of an antisense oligonucleotide with a 
cytokine. Contrary to applicant's argument, an antisense oligonucleotide (see G3139 of 
Genasense listed in Table 2) was a known anti-cancer therapeutic agent that can be effectively 
used in combination with chemotherapeutic agents as G3139 in combination with decarbazine 
was under the phase III clinical trial (see page 1555) at the time the invention was made. Further, 
the instantly claimed antisense oligonucleotide targeted against SEQ ID NO:l was an art- 
recognized anti-cancer agent that can be used in combination with a chemotherapeutic agent as 
taught by Wright et al. Since the anti-cancer therapeutic efficacy of chemotherapeutic agents was 
known to be improved when combined with a cytokine as taught by Pavlick et al, it would have 
been obvious to one of ordinary skill in the art to further add a cytokine to the dual combination 
therapy comprising an antisense oligonucleotide and a chemotherapeutic agent. Note that claim 
32 specifically requires all three agents and claim 18 does not exclude a chemotherapeutic agent 
as the method recites the open-ended, inclusive transitional phrase "comprising". See MPEP 
2111.03. 

Applicant argues that the claims are not obvious because the specification shows 
"improved inhibition of cancer growth" for the claimed combination methods compared to single 
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agent. Contrary to applicant's argument, the improved therapeutic effects for cancer treatment 
via a combination therapy compared to monotherapy were sufficiently suggested in the art as 
taught by Pavlick et al. (see page 1553). As such, the asserted "improved" cancer growth 
inhibition is not unexpected. Further, the passages pointed out by applicant (Examples 2-7 and 
Figures 2-7) do not show the asserted unexpected results that are commensurate in scope with 
the claims as they show a combination of the antisense oligonucleotide with a very specific 
species of immunotherapeutic agent (IL-2 or IFN alpha) and with a very specific species of 
chemotherapeutic agent (mitomycin C or CPT-1 1 or 5-FU). 

Since applicant's arguments do not clearly point out the patentable novelty which he or 
she thinks the claims present in view of the state of the art disclosed by the references cited , this 
rejection is maintained. 

New Rejections Necessitated by IDS Submission 
Claim Rejections - 35 USC §103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claims 18-20 and 22-34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Seheult et al. (Abstracts of the General Meeting of the American Society for Microbiology, 2002, 
applicant's citation), Auer et al. (43 rd Annual Meeting of the American Society of Hematology, 
2001, applicant's citation), Abaza et al. (Annual Meeting of the Federation of American Societies 
for Experimental Biology, 2001, applicant's citation) in view of Wright et al. (WO 00/47733, 
applicant's citation). 
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Seheult et al. teach that an antisense oligonucleotide targeted to TGF-beta in combination 
with IL-12 synergistically enhances the anti-tumor effect of the antisense oligonucleotide. See 
the entire reference. 

Auer et al. teach that an antisense oligonucleotide targeted to Bcl-2 (G3139 of 
Genasense) in combination with rituximab or dexamethoasone or fludarabine confers enhanced 
anti-tumor activity and that the antisense oligonucleotide synergistic with the immunotherapeutic 
agent. See the entire reference. 

Abaza et al. teach that one can improve cancer treatment effects by combining an 
antisense oligonucleotide targeted to C-myb with either a standard cytotoxic (chemotherapeutic) 
agent or an immunotherapeutic agent such as IFN gamma and IFN beta. See the entire reference. 

None of Seheult et al., Auer et al., Abaza et al. teach using an antisense oligonucleotide 
targeted to ribonucleotide reductase R2. 

Wright et al. teach that an antisense compound "AS-II-626-20" that has the nucleotide 
sequence of "GGCT AAATCGCTCC ACC AAG", which is identical to the claimed sequence of 
SEQ ID NO:l effectively inhibits tumor cell proliferation in vivo in mice. Furthermore, they 
show that the "AS-II-626-20" compound is more effective in reducing tumor volume/weight than 
antisense compounds targeted to Bcl-2 or C-myb. See Tables 1, 13-14; Figure 23. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to administer "AS-II-626-20" compound in combination with any of art-recognized 
anti-cancer, immunotherapeutic agent, further in combination with a chemotherapeutic agent. 

One of ordinary skill in the art would have been motivated to do so with a reasonable 
expectation of success because combination therapeutics comprising different classes of anti- 
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cancer agents, especially antisense oligonucleotides in combination with immunotherapeutic 
agents or chemotherapeutic agents were known to confer synergistic cancer treatment effects as 
taught by Seheult et al, Auer et al, and Abaza et al. Since the "AS-II-626-20" compound was 
known to be more effective in reducing tumor weight/volume in mice than the anti-Bcl-2 
antisense oligonucleotide of Auer et al., or the anti-C-myb antisense oligonucleotide of Abaza et 
al, one of ordinary skill in the art would have been motivated to replace the anti-Bcl-2 or anti-C- 
myb antisense oligonucleotide with 'AS-II-626-20" compound of Wright et al. in the 
combination cancer therapy methods of Auer et al. and Abaza et al. Since all skills and 
knowledge required to arrive at the claimed invention were known in the art at the time the 
invention was made, the claimed invention taken as a whole would have been prima facie 
obvious at the time of filing. 

Conclusion 

No claim is allowed. 

This application contains claims 1-17 and 52-55 drawn to inventions nonelected with 
traverse in the reply filed on March 4, 2009. A complete reply to the final rejection must include 
cancellation of nonelected claims or other appropriate action (37 CFR 1.144) See MPEP 
§ 821.01. 

Applicant's submission of an information disclosure statement under 37 CFR 1.97(c) with 
the fee set forth in 37 CFR 1.1 7(p) on October 14, 2009 prompted the new ground(s) of rejection 
presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
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§ 609.04(b). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to DANA SHIN whose telephone number is (571)272-8008. The 
examiner can normally be reached on Monday through Friday, 7am-3 :30pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz can be reached on 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Dana Shin 
Examiner 
Art Unit 1635 



/J. E. ANGELL/ 
Primary Examiner, Art Unit 1635 



